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We would like to thank Dr. Wlodzimirow and colleagues for their
comments. We agree with them that a uniform deﬁnition of
Acute on Liver Failure (ACLF) is essential [1]. It is with this aim
that the CLIF Consortium initiated the CANONIC study, the results
of which provide the framework for a deﬁnition of ACLF and its
diagnostic criteria on the background of cirrhosis [2,3]. The issue
of liver failure that occurs on the background of chronic hepatitis
is more difﬁcult and without more data that include biopsies in
this group of patients, will remain very difﬁcult to deﬁne. Out
of nearly 1343 patients included in this study from 30 European
centers, almost all had cirrhosis; there were only a handful of
non-cirrhotic cases related to hepatitis B virus (HBV) reactivation.
Therefore, ﬁndings of the CANONIC study cannot be extrapolated
to patients with HBV-related ACLF. Nevertheless, we believe that
the PIRO (Predisposition, Injury, Response and Organ failure) con-
cept as described in our paper provides the framework generate
multimodal deﬁnitions which may include patients without
underlying cirrhosis [4,5]. It is clear that more data will be
needed to determine whether this group is at similar risk as
the patients with underlying cirrhosis. We encourage our col-
leagues who see this patient group to generate prospective data.interest
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